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Dear Joet

This is Just Wy way of o brief reply %o some of your notss datsd June
BSh. Unfortumntely the mechsanism of astion of EMD sgar has baen g »rofousd mystsry
to us too, in spise of the vary extensive ase we znke of this wadiwm, I thersfore
am ned surs hovw [ wonld s able to interpret suy carticular catterns of rescomse
Bt if voesible I would 1lke to have s chance %o ses them 1if we mansge a sumsey
visit, It sesns %o me guite poseidle that you are rumning into inhibitions of scid
formmtion and that thess conld be falirly slemply coufirmed by teste {n smull
volumes of liguid oedis with shendard indlgstors.

1 hed not uwatil recently aporecinted What 2ardol really had amy selentific
bastia. If 1 am golag to de somte onsual exverimentation Wth hAlerisin, [ wonder 3¢
1 should not aleo tnclude seme of this fabulous sediunm lauryl sarcosinate, and if
you could poseibly furnish me with a sanpis 1 will de henvy to de so.

1 an very wuch interssted ia your resaris on the inhiditien of noetility
by Essrin asd will Ary sometime tc confire this particular sxperiment., It would,
for sxaupls, da a 2atter of very censidersdls intersst o me, sside from the
meghanisn of action of the drag, to Be adlé to obimin mutents which ars resistant
to thile sgent. 1 am somewhatl clscouragsd however by the wery high levels that wewnld
have fo be enpleysd. Ths Sroubles thal you maationsd with wetility sgar have
seearionally haprened to us, sven with the vmaltersd sedium, I think thaet if 1t
were Toasibls for you %o arrange % sdd your supplement to sterils tubse and then
2ix in freshly autoclaved 28118y nznry sod thea watt 26 $5 48 hours for the tudes
$¢ dry troperly that you might have lses diffieulty. If you think tha troudle e
desner than thie and could send me 2 sanple of a particularly troublesenme bBroth,

I vould Be very hapuy to leek st it, and see how this compares with our own
exneriences. [ reesll, for szxanpls, thnt wo Aever were adble to imcarperats wnteriale
Tiva nethooel 1% such medin Degause there wares svecifie orvecivitation effects,

The main peint that I wanted to clarify {a this responss, Joe, has %o do
with why 1 thiak Fenide might be synergietic with venieillin, The reescn that I
rought Femide ur at 2l1)l wes $he hiat thet 1t »ight fumetion in s relstive senre as
a comvelitive inhibitor of senicillinase. If this is ths ease, then Tenide =might
neke penicillia more affective in chemotherany of infeetivas by venleillinsse~rroiuelrg,
resintant orgunisme., The ishibition of remicillinsse wvould be the malan Shing thetr [
wvould bs loeking for in the desige of this sxperinent and this night be complately
iadersndans of antidiotie metivity of the compound iteelf, As I understand g, the
orincival wmechanism of penielllin resistance s naturelly ceeurring crganisms,
esceeially the 2tavhyloeocci, is the formation of vealcilliinees. Therefore ! voulsg
sugeest that not only Famlde but ae largs s warlety of -enieillin-relatsad ecopounds
ne nossibls be sorsensd for thelr epselfic fTunctinn ia the 1ahidition of cenleilliinase,
Ia faos, this i something vhleh might vell Be keyed im vith your geasral sessrch for
satibletic sotivity, »)though the experiments might well de designed to plek wp
senieillinase inhibition instend of antidiesis., I had the sxme thine in aind in
referrine to Cephaleaperin B as snother votentinl compound for this curpese, 1 ksovw



of sractically ms atteapts to seresa for Ysnieillilaase 1nahiditers along thewe lines
2nd {1t does not taks mueh imaginstion S0 ses Dosh the medical zné secmemie
resnidilities of euch & discovery.

I was particulariy glad to hear that I had misunderstood the proper

channsls of your worx and that you have consideradle lesway in designing the aruas
of your exjparisentation,

fours sinsersly,

Joshus
Jiidle



